Inhibition of guinea pig gastric microsomal potassium-stimulated ATPase by nolinium bromide.
Although nolinium bromide (NB) [2-(3,4-dichlorophenylamino)-quinolizinium bromide] inhibited histamine-stimulated acid secretion in vivo in the pylorus-ligated guinea pig, no inhibition of basal or histamine-stimulated acid secretion from the isolated guinea pig gastric fundic disk was observed at serosal or mucosal concentrations from 0.1 to 200 microM. NB did not inhibit carbonic anhydrase in whole stomach homogenates of guinea pig, but did inhibit the potassium-stimulated gastric microsomal ATPase. The IC50 value (compound concentration giving 50% inhibition of the rate of ATP hydrolysis) for the net stimulated reaction (activity with KCl minus activity without KCl) was 65 microM (95% confidence limits = 42-101 microM). The basal reaction (no added KCl) was not inhibited. Inhibition of ATPase by NB was not due to its bromide ion, since NaBr did not, while the chloride analog of NB did, inhibit the enzyme. It was concluded that NB has no direct histamine-H2 receptor blocking activity. Whether ATPase inhibition contributes to its gastric acid antisecretory property is uncertain because of the lack of inhibitory activity in the isolated gastric disk assay.